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OFFICE ACTION SUMMARY 



N Responsive to communication® filed on /jYV* ^ ^ ^ R < *~ > ^ i . — b<2 J— 

□ This action is FINAL. 

□ Sincethisapp,^^ 

accordance with the practice under Ex parte Quayle, 1935 D.C. 11, 453 O.G. 213. 



A shortened statutory period for response to this action is set to expire 
1.136(a). 

Disposition of Claims 

/ . — <~>^*5 ts/are pending ii 

_ts/are withdrawn from consideration. 

is/are allowed. 

j ^laimvs; . — — — is/are rejected. 

dClaim(s) . . f~( fa is/are objected to. 

Claim(s) _ — . — — are subject to restriction or election requirement. 

£jb Claim(s) ( ^~ 

Application Papers 

□ SeetheattachedNoticeofD^^ 

□ The drawing(s) filed on . . — . |s ,-, approved Q disapproved. 

□ The proposed drawing correction, filed on 

□ The'specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) ■ 

□ received in this national stage application from the International Bureau (PCT Rule 1 7.2(a)). 

♦Certified copies not received: 

□ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e). 

Attachment^) 

□ Notice of Reference Cited, PTO-892 -..-'V/f 

□ Information Disclosure Statement®, PTO-1449, Paper No(s)._£ v 

□ Interview Summary, PTO-41 3 

MS] Notice of Draftperson's Patent Drawing Review. PTO-948 

□ Notice of Informal Patent Application, PTO-1 52 

-SEE OFFICE ACTION ON THE FOLLOWING PAGES- 



Application/Control Number: 08/93 1 ,72 1 . 
Art Unit: 1645 

DETAILED ACTION 

The Group and/or Art Uni« location of your application ,n the PTO has changed. To aid in 
bating a„v papers for this application, a„ further correspondence regarding this application 
should be directed to Group Art Unit 1645. 

, Applicant's election with traverse of Group I, clauns 1-16 in paper no. 6 filed 9/28/98 is 
acknowledged. Claims 1 -20 are pendmg in the apphcatio. The traversal ,s on the g round(s) that 

have been full, cons.dered but are notfoundto be persuas.ve. MPEP 803 states that reaction ,s 
proper between patentablv d.stinc, inventions, where the inventions are mdependent or distinct as 
daimed and there is serious burden on the examiner if restriction ts not required. The term 
.. dl s,i„cr is defined to mean thattwo or more subjects as disclosed are related, for example, as 

product and method of use, etc., bu, are capable of separate manufacture, use or sale as daimed, 
mi are patentable over each other. in the instant situation, the inventions of Groups Mil are 
dra wn,„ distinct inventions which are related as separate products and methods capable of 

,he inventions ts deemed to be proper for the reasons prevtouslv set forth. A burden exists in the 
examination of these mvention, MPEP 803 states that a burden can be shown if the examiner 
shows either separate classification, separate status in the art or a different fie.d of search. In the 
instant case a burden has been establtshed in showing that the inventions of Groups I-IH are 



1 Clg^ J 

Application/Control Number: 08/931,721 . 
Art Unit: 1645 

in t he U.S. P.en, s h oe, Ad— , 

— thatthemventtonsof 

deemed to be proper and is therefore made FINAL. 

Oatms ,7-20 are w„hdrawn from consideration as being non-elected inventton. 
Accordingly claims 1-16 are being examined herewtth. 

2 . Claim 12 is rejected under 35 USC 1 12, second paragraph, because the term "said 
infection" lacks antecedent basis. 

3 c.ai m sl-6a„dll.l6a r ere3ec,edu„der35U.S.C.112,firstpara g raph,becausethe 

.mmunogeniccomposttton, and generatmg a protective — response agamst a disease caused 
.macrophage tnrecttng parasite GM-CSF polypeptide which includes a large number of 
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polypeptides having d.fferent structural and biological activities of unknown nature from an 
indetermmatenuntberofparas^^ 

clauns, from only one example of the specfication represented as f, g ure no. i« is unknown and 
unpredictable as to how fig no. 1 Constructs would compare with other growth factors and 
cytoktnes in terms of structural and biologica! acuvtfies. The specification does not enable any 
person skUled in the art to which it pertains, orwith which ,t is most nearly connected, to make 
and/oruse the invent.on commensurate m scope w„h these claims. One cannot apply the teaching 
ofspecificatron from one example*, get other variants, in the absence of such information one of 
skl l, intheartwouldno.be able to obtain, or predict howtotnodrfy and retain the structural and 
brologtcalpropertiesoUUoftheGM-CSFofindetermtnatenumberofparasites encompassed in 

rheclatmswUhout undue experimental,, I. .s suggested the clarms should be directed, enabled 
co„s,ructsoffi g ure,C,aims,,.,6are further rejected under 35 U.S.C. 1 12, first paragraph, as 
contatmngsubject matter winch was no, described ,n the specficat.on in such a way as to enable 
one skilled in the art to which ,t pertains, or with which ,t ,s most nearly connected, to make 
and/or use the invention. Cairns are drawn to a "an —genre composite" comprising an 

a composition and/oravacctne is high, unpredictab.e and expenmental. We.ser et al teaches tha, 
„ is not yet clear how GM-CSF induces antileishmanial acuvity in macrophages upon infectton 
withle 1 sh m ania(seepage,443,para3).HomogenoushumanrGM-CSFdevoid of other 

,ymphokines tnduces mtracellular killing of L Do*** by monocyte-derived macrophages. The 
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I0 ,e of GM-CSF in vivo as a macrophage-activating factor and rts functional relationship to 
cytokine such as IFN-V remains to be determined. Simultaneous administration of suboptima, 
doses of rGM-CSF and IFN- V to macrophages resuhs in greater antileishmanial activity by these 
cells than the adrmmstration of either lymphokine alone, although no enhancement of 
rfletshmarnal activity tsobserved when optimal doses of these lymphokines are applted together. 
Tire complexity and unpredictability of the art to which invention pertams provides reasonable 
basis to question as to the accuracy of applicants assertion that the claimed immunogenic 
composition and/or vaccine can be used for protection of leishmania disease in human. The 
specificationprovides no evidence which would allowone to predict that the claimed composition 
can be effective.y used for the treatment of unmunogenic composition and/or vaccine can be used 
for protection of leishmania. The specification does not se, forth sufficient teachings to allow one 
skilled in the art to use the claimed composition. 

4 Claim Rejections - 35 USC § 102 

The following ts a quotation of the appropriate paragraphs of 35 U.S.C. .02 that form the 
basis for the rejections under this section made in this Office action-. 

A person shall be entitled to a patent unless -- 

Clatms 1-3, and 10 are rejected under 35 U.S.C. 1 02 (b)as bemg anticipated by Moore et 



al (J. Immunol. 1994, 152: 2930-2937). 
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Moore et al disclose a macrophage infecting parasite such as Leishmania expressmg a 
granulocyte macrophage colony stimulatmg factor (GM-CSF) and addi^ 
(see abstract, page 2933 para 2-3 and entire document). 



5. 

Claim Rejections -35 USC § 103 
!. The following ts a quotation of 35 U.S.C. 103(a) which forms the basis for ali obviousness 

rejections set forth in this Office action: 

< a >Apa.en,n,a y no,beob— „ g h^^ 

ection 102 of this title, if the differences between the subjec <™%-£^ £ J was made to a pers0 „ 

manner in which the invention was made. 

This application currently names joint inventors. In considertng patentab.Hty of the claims 
under 35 U.S.C. 103(a), the examiner presumes that the subjec, matter of the vanous claims was 
commonly owned a, the ttme any inventions covered theretn were made absent any evidence to 
the contrary. AppHcan, is advised of the obligation under 37 CFR 1.56 to point out the inventor 
a„d mventton dates of each Cairn that was no, commonly owned at the time a later mvention was 
made in order for the examiner to consider the applicability of 35 U.S.C. ,030 and potentta, 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 5-6 are rejected under 35 U.S.C. .03(a) as being unpatentable over Moore et al as 
applied to claims 1-4, and ,0 above, and further in view of Wong e, a, (Scence 1985 228: 810- 



815). 



Application/Control Number: 08/93 1 ,72 1 
Art Unit: 1645 

The teachings of Moore et al is set forth above which teaches a macrophage infecting 
parasite sueh as Leishmania expressmg a granulocyte macrophage colony stimulating factor (GM- 
CSF) and additional cytokine e.g., IL-6 (see abstract, page 2933 para 2-3 and entire document). 
Moore ct al does not specifically teach term human and murine GM-CSF gene. 

Wong et al teaches human and murine GM-CSF gene (See abstract , lines 6-8). 
It wou ld have been obvious to one of ordinary skill in the art at the time of invent™ was 
made to isoiate a macrophage infecting parasite expressing a GM-CSF gene of L. donovani 
(infects human) as se, forth by Moore et al and isolate a macrophage infecting parasite expressing 



a GM-CSF gene from human and murine origin ; 



3 set forth by Wong et al. One would have been 



motivated to do so because the isolation of a macrophage infecting parasite expressing a GM-CSF 
gene from one source to another i.e., human/murine, which is within the level of one of ordinary 
skill in the art and routinely used. The invention as a whole is prima facie obvious. 



aims 7-8 are rejected under 35 U.S.C. 103(a) as being unpatentable over Moore et al in 



v of Wong et al and further in view 



of Laban et al (Nature 1990 Vol. 343: 572-574). 



The teachings of Moore et al and Wong et al are set forth above. 

Moore et al disclose a macrophage infecting parasite such as Leishmania expressing a 
granulocyte macrophage colony stimulating factor (GM-CSF) and additional cytokine e.g., IL-6 
(see abstract, page 2933 para 2-3 and entire document). 

Wong et al teaches human and murine GM-CSF gene (See abstract , lines 6-8). 
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Laban et a. teaches the expression of neomycin gene using the -tubulin intergenic 
sequences of Leishman,a enrietti (see abstract, hues 6-10 and entire document). 

Itw0 uldhavebee„obvious to one of ordinary ski,, inthe an a, the time of inventron was 
m ade to .solateamacrophagemfecting parasite expressing a GM-CSF gene of L. donovani 
(inf ec,shuman,as set forth b, Moore eta, and iso.ate a macrophage infectmg parastte expressmg 
a GM-CSF gene from human and murine origin as set forth by Wong et al. One would have been 

ge „e from one source to another i.e.human/murine.wh.ch.sw.thin the ,eve, of oneof ordinary 
s^.ntheanattdroutrnelyused.I.wou.dha.ebeen^erobvioustooneofordinarysxmm 

th e an at the trme of invention was made to express GM-CSF gene srmpiy by substituting 
neomycin gene of Laban eta,. One wouidbe motivated todo so because Laban eta, teaches 
st ableexpress,o„ofthe genes rather than transient expression tha, has the advantage for further 
^.esofparas.ticdrseases.Theinvent.onasawho.eisapnmafaceobv.ousovercombmat.on 

of cited references. 

7. Claimsoand 11-16 are rejected under 35 U.S.C. 103(a) as being unpatentab.e over 
Moore et al in view of Maltashewsk, et al (WO 95/06729 9 March 1995). 
The teachings of Moore et al is set forth above. 

Maltashewski eta, teaches d.fferential expression of genes and proteins tha, 

haveutihty as vaccines, diagnostic reagents and tools forthe generation of ,mmu„o,og,ca, 
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reagents and the generation of attenuated variants of Leishmania (see abstract, pages 3 1-32, 
claims 19 and 24-29). 

It would have been obvious to one of ordinary skill in the art at the time of invention was 
made to and isolate a macrophage infecting parasite expressing a GM-CSF gene as set forth by 
Moore et al and functionally disable the virulent gene of the parasite and use attenuated form of 
said parasite as immunogenic composition and/or vaccine to treat and protect Leishmania 
infection in a host as suggested by Maltashewski et al. One would have been motivated to do so 
because such an immunogenic composition would be useful to treat said disease as suggested by 
Maltashewski et al. The invention as a whole is prima facie obvious. 

6. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter or any new and useful improvement thereof, may obtain a patent therefore, subject to the conditions and 
requirements of this title. 

Claims 1-6 and 10 are rejected under 35 U.S.C. 101 because the claimed invention is 
directed to non-statutory subject matter i.e., reads on a naturally occurring a macrophage 
infecting parasite expressing a GM-CSF gene, and cytokine which is a product of nature. 

7. Double Patenting: 

A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101 which states that "whoever invents or discovers any 
new and useful process ... may obtain a patent therefor ..." (Emphasis added). Thus, the term 
"same invention," in this context, means an invention drawn to identical subject matter. See 
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r / rn 1S11IS 186 (1894V In re Ockert, 245 F.2d 467, 114 USPQ 330 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome ^ -nce'ing 
or amending conflicting claims so they are no longer coextensive ,n scope. The filmg o a 
terTnal disclaimer a* overcome a double patentmg rejectton based upon 35 U.S.C. 101. 

Claims 1-16 are provisionally rejected under 35 U.S.C. 101 as clatming the same invention 
as that of claims 1-16 of copending Application No. 08/713,768. This is a double 
patenting rejection since the conflicting claims have not in fact been patented. 
8. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Khalid Masood whose telephone number is (703) 305-6998. 

Any inquiry of a general nature or relating to the status of this apphcation should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Group .80 by facsimile transm.ss.on 
via the PTO Fax Center, located in Crystal Mall 1. The Fax Center number is (703) 308-4242. 
The faxing of such papers must conform to the notice published in the Official Gazette, 1096 OG 
30 (November 15, 1989). 

If attempts to reach the examiner by telephone are unsuccessful, the examiners's 
supervisor, Dr. Anthony Caputa, can be reached on (703)308-3901 



ANTHONY C.CAPUTA 

\jLJ<+2jl e ^ I PRIMARY EXAMINER 

Khalid Masood, Ph.rT^ 
November 20, 1998 



